Cancer is a multistep process encompassing the transformation of normal epithelial cells to the stromal invasion and metastasis, with these last considered the final stage of the disease. Tumor invasiveness is based on creation of a specific peri-tumoral environment which on turn depends upon epithelial-stromal interactions, degradation of extracellular matrix and reorganization of fibrillar components. Even though several aspects of the stromal and cellular remodeling have been elucidated and described, such as the epithelial-mesenchymal transition (EMT) and extracellular matrix degradation, all the underlying molecular mechanism are far to be elucidated in their complexity. In this review we focused on new actors such as microRNAs, G protein coupled receptor kinases (GRKs) and Calcium/calmodulin-dependent protein kinase (CaMKs) known to be involved in several important physiological processes like development, cell differentiation and cell signaling, and more recently linked to tumor progression and invasion.
Introduction
Etiology and development of the several cancer diseases may differ case by case, but the common mechanism * Corresponding author.
relies on a progressive accumulation of mutations of genes designated to control cell growth and proliferation, allowing tumor cells to escape from the strictly roles on which healthy cells depend on and acquiring an undefined and uncontrolled power over the rest of the cellular systems. Thus, cancer can be considered in the most of cases as an acquired genetic disease, where specific classes of gene are involved [1] . Specifically, there are two classes of genes that can control cancer development. Oncogenes and tumor suppressor genes belong to one class, while the other class belongs to the caretaker genes. Tumor suppressor genes are evolved to inhibit deregulated cell growth. Usually cancer formation ensues when activation and inactivation of an oncogene and a tumor suppressor gene, respectively, occur in a cell at the same time. The caretaker genes control the rate of mutation in the genome. A defective caretaker gene would allow accumulation of mutation in the genome and thus leading to a higher rate of tumor formation. Therefore, cancer formation occurs due to functional defects in multiple genes that lead to specific alterations, respect to normal cell physiology. A tumor can be defined by the following features: 1) self-sufficiency in growth signals; 2) insensitivity to growth inhibition; 3) evasion of apoptosis; 4) immortalization; sustained angiogenesis; 5) and tissue invasion and metastasis [2] . Metastasis along with angiogenesis and tissue invasion are the most fatal characteristics of malignancy tumor, which accounted for more than 90% of tumor-related mortality due to the dissemination and survival in the circulation, and subsequent adhesion and colonization the secondary organ or tissue [3] [4] . The origin of tumor cell, genetic variation, the circulatory mode and the physiological structure of the metastatic organ determines the specific sites of distant metastasis. As an initial step in cancer metastasis, epithelial tumor cells in general disseminate from a primary solid tumor mass and invade into the surrounding stromal tissues. Invasion is enhanced by tumor cell activation of the epithelial-mesenchymal transition (EMT) [5] - [8] . The EMT is characterized by the loss of epithelial apicobasal polarity and cell-cell contacts, modulation of cell-matrix adhesion, enhanced proteolytic activity, cytoskeletal remodeling, and acquisition of the ability to migrate and invade the extracellular matrix (ECM) [5] [7] . During the EMT, epithelial cells undergo molecular changes; epithelial cells gradually lose their epithelial markers, such as E-cadherin, ZO-1, and cytokeratins, and concomitantly acquire mesenchymal markers, such as vimentin, fibronectin, N-cadherin, and alpha smooth muscle actin [5] [7] . These steps are promoted by creation of a specific tumor micro-enviroment, a complex network of intricate tumour-stroma interactions involving integrin-dependent adhesion and cell migration on the ECM, ECM degradation by matrix metalloproteinases (MMPs), and activation of signaling pathways responsible for cell survival, proliferation and motility, triggered by growth factor receptors activated by the environment [7] [8] . In theory, the metastatic lesion is originated from their primary tumor, so they should have the same molecular profile with the primary tumor. But this view has been recently modified. Indeed, molecular mechanisms of tumor progression and invasion can differ among tumors of different origin but also within the same disease according to its evolving nature and the progressive accumulation of gene mutation and molecular alterations [9] . Thus, it is not surprising that specific molecular alterations have been identified in different tumors, and their weight may also differ according to specific stage of the disease, opening to a more tailored therapy for patients, based on the genetic and molecular characteristics of the tumor. Hereby, we will describe the latest discoveries on molecular mechanisms involved in tumor progression and invasion, with particular attention on phenomenon involved in EMT transition and tumor micro-enviroment.
Role of microRNA in Cancer Cell Biology
MicroRNAs (miRNAs) are endogenous small (~22 nucleotides long) non-coding RNAs that mostly negatively regulate gene expression by base pairing within the 3'-untranslated region of target messenger RNAs (mRNA). miRNAs have been well described as regulators of many biological processes and recent advances in cancer biology have emerged their important roles in regulating tumor responses [10] - [12] .
The tight relationship between cancer and miRNAs is witnessed by the evidence that numerous transcription factors, some of them well characterized tumor suppressors or oncogenes, regulate miRNA transcription. Transcription factors of coding genes like Myc and p53, as well as cell type-specific transcription factors such as MEF2, PU.1, and REST promotes or inhibit miRNAs transcription [13] [14] . Furthermore, growth factor stimuli such as PDGF, TGF-b and BDNF trigger pri-miRNA transcription in specific cellular context [15] - [17] . Myc had been deeply investigated as a miRNA transcriptional regulator and was found to be promoter of some oncogenic miRNAs as well as the transcriptional inhibitor of tumor suppressor miRNAs [18] [19] . One of the first documented oncogenic miRNA clusters promoted by Myc is miR-17 -92, which is frequently over-expressed in a variety of tumors like B-cell lymphomas, breast, colon, lung, pancreas, prostate, and stomach cancers [20] [21] . Some other tumorigenic miRNAs induced by Myc are miR-19a/b, implicated in cancer metabolism and cancer cell survival, 46 miR-18a which contributes to angiogenesis [22] and miR-9 which modulates the expression of mediators of metastasis [23] . Contemporarily, Myc can also actively repress the transcription of numerous miRNAs, including some members of the let-7 and miR-29 families, as well as miR-15a/16-1, miR-26a and miR-34a [19] . These miRNAs have been related to antiproliferative, proapoptotic and antitumorigenic activities in different tumors [24] [25] .
Recent studies have also unveiled the role of the epigenetic modification at miRNA loci during cancer. Aberrant hypermethylation of certain miRNAs (miR-34b, miR-34c, miR-9-1, miR-129-2, and miR-137), which are all located in CpG islands, is associated with their reduced expression in Colon rectal cell lines and cancerous tissues [26] - [28] . Deregulated expression of miRNAs in cancer is also a consequence of alteration in histone marks, which occur primarily due to the aberrant action of histone deacetylases and the Polycomb repressor complex (PRC2). For example, over expression of PRC2 in prostate cancer contributes to the repression of miR-101 and miR-205 by increasing the levels of H3K27me3 at their promoters. These alterations result in an increased rate of cell proliferation [29] . Moreover, BRCA1, a well-known tumor suppressor, in addition to its canonical function, can also epigenetically repress the oncomiR miR-155 via its association with HDAC2, which deacetylates histones H2A and H3 on the miR-155 promoter [30] .
Functional consequence of altered miRNAs expression on cancer cell phenotype and malignancy can differ according to their different oncogenic or anti-oncogenic role ( Table 1) . Certain miRNAs, when upregulated, can suppress genes responsible for growth/proliferation inhibition, and downregulation of other specific miRNAs can enhance the expression of genes responsible for growth/proliferation promotion, resulting in either development or progression of cancer. For example, elevated miR-21 levels have been reported in high-grade pancreatic intraepithelial neoplasia lesions [31] , whereas high expression of miR-135b was suggested as a pancreatic ductal adenocarcinoma biomarker [32] . Recently, miR-206 has been found as a novel negative regulator of NF-κB signaling and, thereby, miR-206 functions as a tumor suppressor by inhibiting tumor growth, cancer cell invasiveness and release of an NF-κB-dependent circuit of pro-angiogenic cytokines and growth factors [33] . Nonetheless, miR-206 has been found to be significantly downregulated in tumors of PDAC patients [34] . In general miRNAs can participate in all metastatic cascades, including angiogenesis, invasion, intravasion, circulation, extravasion and finally metastatic colonization of secondary sites.
miRNA and Angiogenesis
Angiogenesis is defined as the generation of new blood vessels, but while it can be considered fundamental for creation of a supplementary circulation during chronic ischemic disease, in tumor disease leads to creation of aberrant new vessels which promotes growth and facilitates metastasis [35] . Indeed, both primary and secondary Table 1 . Role of specific miRNAs in metastatic processes.
MicroRNAs
Target Genes/Pathways Effects on (metastatic) tumor growth at any site are key components of angiogenesis [36] and recent studies indicate that miRNAs may regulate angiogenesis by exerting both pro-angiogenic or anti-angiogenic effects [37] [38]. Interestingly, also the aberrant tumor angiogenesis can lead to the dysregulation of specific miRNAs through tumor hypoxia. This last is usually induced by the inadequate vascularization due to the aberrant tumor angiogenesis and the increase in oxygen diffusion distances due to rapid expansion of tumor cells [39] [40] . Tumor cells usually have a greater capacity to adapt to a hostile, hypoxic environment for survival, compared to normal cells, which contributes to their malignant and aggressive behavior. A large number of miRNAs have been reported to be responsive or associated to hypoxia and HIF signaling in a wide range of cells or tissues (Figure 1) . Increased expression of miR-21, for example, has been observed in several tumors and its expression is promoted by hypoxia in cancer breast cells under hypoxic conditions [41] [42]. Over-expression of miR-21 in DU145 cells increases the expression of HIF-1α and VEGF and increases tumor angiogenesis through inhibition of PTEN, a known tumor suppressor in cancers acting by down-regulation of HIF-1α and VEGF [43] . Thus, HIF-1α is a key downstream target of miR-21 in the regulation of tumor angiogenesis. It has also been shown that over-expression of miR-21 could promote the survival in bone marrow mesenchymal stem cells under hypoxic condition. Down-regulation of miR-21 increase apoptosis of mesenchymal stem cells [44] . Inversely, several miRNAs, such as let-7 family, miR-22 and miR-101 have shown anti-angiogenesis and tumor-suppressor properties by targeting P21, P53 and PTEN [45] - [48] . Nonetheless, they are downregulated in hypoxic conditions in various cancer cell lines such as colon cancer, liver cancer, ovarian cancer, and ER+ breast cancer cells [49] - [52] ( Figure 1) . miRNAs can regulate invasion and metastasis by targeting the transcripts of various genes involved in the EMT event, including EMT-inducing transcription factors. For example, members of the miR-200 family are negative regulators of the EMT and are essential for maintenance of the epithelial status through the downregulation of ZEB1 and ZEB2. In turn, miR-200 members are transcriptionally repressed by ZEB1 and ZEB2, thus establishing a double-negative feedback loop [53] . Instead, miR-185 has been recently discovered to promote CRC metastasis by targeting STIM1 (stromal interaction molecule 1), an endoplasmic reticulum Ca 2+ sensor that triggers the store-operated Ca 2+ entry activation and involved in EMT while miR-23a-24 overexpression leads to gene silencing of FZD5, TMEM92 and/or HNF1B with following reduced expression and degradation of Ecadherin and β-catenin and altered expression of Wnt-related genes [54] .
Role of Adrenergic System in Cancer Progression and Invasion
Adrenergic system is pivotal for promoting angiogenesis and this is evident in pathological conditions as chronic ischemia where endogenous catecholamine can activate both endothelial α 1 and β 2 AR with opposite effects on endothelial cell proliferation, migration and survival. Besides the potential clinical and therapeutic application in cardiovascular disease, in particular during chronic ischemia, it is not surprising that these discoveries can be applied also in oncology. The connection between adrenergic system and tumor progression has been evidenced in stress condition where the stress derived from social isolation was found to elevate the tumor noradrenaline level in ovarian cancer patients, and its level was correlated with tumor grades and stages [55] . In particular, pancreatic, breast, ovarian and colorectal cancers have been extensively investigated about the effects of β-adrenoceptor system in preclinical and clinical settings [56] [57] . The study from Thaker and colleagues [56] revealed that chronic stress could elevate the tumour noradrenaline level in an orthotopic ovarian cancer in a mouse model and obviously increased tumour burden and aggressiveness of tumour growth. Propranolol, a nonselective βAR antagonist, completely abolished the effects of chronic stress on tumour growth. In contrast terbutaline, a β 2 AR agonist produced a similar increase in tumour weight just like under chronic stress. Even molecular mechanisms are not completely understood, study in prostate and breast cancer cells also demonstrated that adrenaline stimulation reduced the sensitivity of cancer cells to apoptosis through β 2 ARs/protein kinase A (PKA)/inactivation of proapoptotic protein BCL2-associated death promoter (BAD) [58] . Preclinical model further confirmed that stress hormone like adrenaline promoted prostate carcinogenesis through inhibition of apoptosis and tumor involution mediated by an adrenaline β 2 AR/PKA/BAD antiapoptotic signalling pathway [59] . Moreover, adrenaline and noradrenaline can induce proliferation of colorectal cancer cells preferentially through the β 2 AR [60] [61].
Adrenergic Receptors and Angiogenesis
Besides the effects on cancer cell proliferation adrenergic system can intervene also in promoting angionenesis, which is known to be essential for tumor growth and metastasis. Several cancer models have proven that adrenaline and noradrenline could upregulate the expression of VEGF and induce tumour angiogenesis and aggressive growth [56] [62]- [64] . Besides VEGF, other angiogenic factors such as interleukin 6 (IL-6), IL-8, matrix metalloproteinase (MMP)-2 and MMP-9 could be elevated by the stimulation of adrenaline and noradrenaline in a diversity of cancer cells via βAR signaling [56] [64] [65] . Therefore, administration of βAR antagonist like propranolol could completely abrogate the secretion of these factors and their mediated functions, implying that β-blockers have potential therapeutic value for the management of relevant cancers. This hypothesis is supported by in vivo models of proliferative retinopathies which showed a strong inhibitory role against vascular changes exerted by the blockade of specific βARs. In particular, the β 2 AR seems to be the mostly involved in these responses, and the β 1 /β 2 AR blocker propranolol results highly effective in inhibiting both the increase of VEGF expression caused by a hypoxic insult and the consequent neovascular response. These observations have prompted clinical trials in preterm infants with retinopathy (ROP), where oral administrations of propranolol produced positive results in terms of efficacy, although safety problems were also reported [66] . A counterregulatory system appears to be in place, since α 1 adrenergic receptos are negative regulators of angiogenesis. Thus, it is possible to speculate a fine tuning of α 1 and β 2 AR stimulation can be involved in tumor angiogenesis [67] [68] . Such a suggestive hypothesis is also supported by the recent acquisistion that EC can release catechoilamines under hypoxic conditions, thus regulating in a paracrine manner angiogenesis [69] .
GRKs and Tumor Growth
Connected to the role of the adrenergic system in tumorgenesis, G protein-coupled receptor kinases (GRKs) are a versatile family of kinases that play a critical role in G protein-coupled receptor homologous desensitization, including adrenergic receptors. GRKs phosphorylate specific serine and threonine residues in the cytoplasmic domains of the activated receptor, thereby promoting receptor-arrestin interaction and uncoupling of the receptor from its G protein [70] . The GRK family consists of seven members (GRK1-7) with differing patterns of expression. GRK1 and GRK7 are restricted to the visual system; GRK4 is found predominantly in the testis, whereas GRK2, GRK3, GRK5, and GRK6 are expressed in all mammalian cells [70] [71] . Although all GRKs have similar structural organization, they differ in their mechanisms of activation [71] [72] . GRK2 and GRK3 are pleckstrin homology domain-containing proteins, which on receptor activation are recruited to the membrane by Gβγ [73] - [75] . GRK4, GRK5, and GRK6, however, are membrane-associated proteins and are directly activated by the receptor-ligand complex [76] - [78] .
Besides their inhibitory role in GPCR signalling, recent and emerging evidence indicate that both GRKs are able to interact with a variety of cellular proteins involved in signal transduction, thus contributing to signal propagation at defined cellular locations upon GPCR activation [79] . Moreover, GRKs are able to modulate specific cellular functions including cell cycle progression and proliferation, migration, angiogenesis and metabol-ism [67] [80]- [83] .
GRK2 has recently demonstrated to promote down-regulation via β-Arrestin 1 of CXC chemokine receptor 4 (CXCR4), a G protein-coupled receptor (GPCR) located on the cell surface that signals upon binding the chemokine stromal derived factor-1 (SDF-1) in the related SH-SY5Y and SK-N-SH human neuroblastoma cell lines, thus potentially influencing the CXCR4-driven metastasis of neuroblastoma [84] .
GRK2 protein also plays a critical role in driving cell progression through G1/S and G2/M transitions in a kinase-dependent and independent manner. GRK2 is part of an intrinsic pathway that ensures timely progression of cell cycle at G2/M by means of its functional interaction with CDK2/cyclinA and Pin1 [81] . Such pathway is disrupted upon DNA damage, when GRK2 appears to turn into a pro-arresting factor that promotes increased cell survival and to dampen p53-dependent responses by mechanisms that remain to be establish. On the other hand, GRK2 contributes to the Hedgehog/Smoothened-triggered control of cell proliferation by promoting Smo activity and relieving the patched-dependent inhibition of cyclin B [85] . Mice with selective endothelial reduction of GRK2 have shown marked vascular alterations with inflammatory injury and a defective angiogenesis [86] [87], characterized by a lack of functional vessels, concomitant with the occurrence of aberrant vessel-like structures with a poor mural coverage. Notably, this transformed environment is also associated to a decreased GRK2 expression in human breast cancer vessels [87] .
GRK5 regulates the activity of the transcription factor NFκB [88] . In particular, in endothelial cells GRK5 is able to bind the inhibitory protein of NFκB, IκBα, by means of the RH domain (GRK5-RH) and stabilize the complex IκBα/NFκB in the nucleus, thus inhibiting NFκB transcriptional activity [88] . Indeed, RH overexpression, which causes GRK5-IκBα interaction, inhibits the transcriptional activity and DNA binding of NFκB both in basal condition and after stimulation with LPS. Accordingly, GRK5-RH has demonstrated to counteract tumors development in BALB/c nude mice, grown after subcutaneous injection of KAT-4 cells [89] . GRK5 appears also to be directly involved in tumor growth. GRK5 is highly expressed in the aggressive prostate cancer PC3 cell line and its silencing by RNA interference attenuated in vitro cell proliferation and tumor growth in mice [90] . GRK5 knockdown leads to G2/M arrest in the cell cycle, with decreased cyclin D1 expression, Rb protein phosphorylation and E2F target gene expression involved in cell cycle control [91] [92] . Furthermore, GRK5 phosphorylates and inhibits p53 mediated apoptosis in cultured osteosarcoma cells and in mice [93] .
GRK6 levels have been found to be positively correlated with clinical and pathological features of human hepatocarcinoma [94] . This kinase is downregulated in Medulloblastoma (MB), relative to other GRKs, while the percentage of GRK6 expression is lower in MB tumors with metastasis (22%), compared to those without metastasis (43%) [95] . At molecular level, GRK6 has been described to act as a negative regulator of CXCR4 signaling and, thus, as inhibitor of the cellular migration [95] . More recently, GRK6 has been shown to participate in the complex setting of tumor environment through multiple mechanisms. Deletion of GRK6 in mice increases the activity of the host CXCR2, resulting in greater PMN infiltration and MMP release in the tumor microenvironment, thereby promoting angiogenesis and metastasis [96] [97].
CaMKs Signalling in Progression of Cancer
Calcium/calmodulin-dependent protein kinase (CaMKs) are multi-functional serine/threonine protein kinases, activated by intracellular calcium changes. CaMKs (CaMKI, CaMKII and CaMKIV) have a very similar structure domain that includes an N terminal kinase domain, an autoregulatory domain, an overlapping CaM-binding domain and, in phosphorylase kinase and CaMKII, a C-terminal association domain that is essential for multimerization and targeting. They are involved in processes that cause tumor progression, including cell cycle regulation, apoptosis and differentiation as well as cancer cell metastasis.
CaMKIV is a monomeric CaMKs that is expressed in subanatomic regions of the central and peripheral nervous system, T lymphocytes, and male germ cells. It is frequently localized to the nucleus, where it serves as a mediator of Ca 2+ -dependent gene expression [98] . It regulates the activation of different transcription factors, including cyclic adenosine mono phosphate (cAMP) response element binding protein (CREB), activating transcription factor (ATF), serum response factor (SRF), and transcriptional co-factors including CREB binding protein (CBP) [99] . CaMKIV plays an important physiological role in cellular differentiation during embryogenesis, since embryonic expression of CaMKIV correlates with periods of differentiation and terminal mitoses [100] . Indeed, CaMKIV is also involved in early hematopoietic development. The absence of CaMKIV results in hematopoietic failure, characterized by a diminished hematopoietic stem KLS cell population (KLS) and by an inability of these cells to reconstitute blood cells upon serial transplantation. Furthermore, Camk4 −/− /KLS cells display enhanced proliferation as well as increased apoptosis, in vivo and in vitro, compared with wild type (WT) cells and have decreased levels of phospho-CREB (pCREB), CBP, Bcl-2 mRNA and Bcl-2 protein [101] . Less is known about the role of CaMKIV in cancer. CaMKIV mediates the apoptotic effect of compound K (CK), an intestinal metabolite of ginseng protopanaxadiol saponins in colon cancer cells through AMPK signaling [102] . Moreover, hepatocarcinoma cells of both rat and human origin express higher level of CaMKK and CaMKIV than do normal hepatocytes from the corresponding species [103] . Indeed the presence of CaMKIV correlates with a poor diagnosis in different type of cancer [104] [105] .
The most well characterized of the multifunctional CaM kinases is CaMKII [106] . CaMKII is encoded by 4 separate genes (α, β, γ, and δ) , and alternate splicing of these genes produces the 24 polypeptides seen in vivo [106] .
It has been demonstrated that in Fas-resistant glioma cell lines CaMKII activity was upregulated and that cellular Fas-associated death domain-like interleukin-1b-converting enzyme-inhibitory protein (c-FLIP) was recruited to the Fas death-inducing signaling complex (DISC) [107] . The inhibition of CaMKII activity leads to a reduction of c-FLIP expression and cells became sensitive to Fas-mediated apoptosis. In another study, inhibition of CaMKII converted melanoma cells from TRAIL-resistant to -sensitive [108] . The effect of CaM-kinase inhibition on cell death induction in the breast carcinoma cell line MCF-7 was investigated in response to oxidative stress induced by hydrogen peroxide (HP), doxorubicin, radiation, and photodynamic therapy. Chemical (KN-93) and molecular (siRNA) inhibition of CaMKII prevented HP-induced activation of the antiapoptotic kinase ERK suggesting a mechanism by which this sensitization occurs [109] . Different isoforms of CaMKII have been identified in human neuroblastoma cells, which are not expressed in their normal counterparts [110] . Accordingly to the authors this could be due to a switch in CaMKII isoform expression, specifically, the CaMKII alpha isoform is turned off and new CaMKII variants appear. It has also recently been shown that CaMKII is constitutively activated in human astrocytes and protects cells from Fas-mediated apoptosis [111] . Inhibition of CaMKII kinase activity inhibits the expression of phosphoprotein enriched astrocytes-15 kDa/phosphoprotein enriched in diabetes (PEA-15/PED) and c-FLIP thus releasing their inhibition of caspase-8 at the DISC. At the same time CaMKII-dependent phosphorylation events can lead to cell death when cells were treated with apoptogenic toxins microcystin, nodularin, and okadaic acid [112] .
It is also been demonstrated a role for α-CaMKII in the growth and tumorigenicity of human osteosarcoma [113] . α-CaMKII is highly expressed in primary osteosarcoma tissue derived from 114 patients and is expressed in varying levels in different human osteosarcoma cell lines (HOS, MG-63, MNNG/HOS and 143B). The genetic deletion of α-CaMKII by shRNA in MG-63 and 143B cells resulted in decreased proliferation (50 and 41%), migration (22% and 25%) and invasion (95% and 90%), respectively. The overexpression of α-CaMKII in HOS cells resulted in increased proliferation (240%), migration (640%) and invasion (10,000%). Furthermore, α-CaMKII deletion in MG-63 cells significantly reduced tumor burden in vivo (65%),while α-CaMKII overexpression resulted in tumor formation in a previously non-tumor forming osteosarcoma cell line (HOS).
CaMKII is also a transducer of the non-canonical Wnt/Ca 2+ signaling and its activity is increased by 8 fold in prostate cancer cells [114] . Confocal and quantitative electron microscopy showed that specific inhibition of CaMKII in cancer cells causes remodeling of the actin cytoskeleton, irregular wound edges and loose intercellular architecture and a 6 and 8 fold increase in the frequency and length of filopodia, respectively. Conversely, untreated normal prostate cells showed an irregular wound edge and loose intercellular architecture. Live cell imaging showed that a functional consequence of CaMKII inhibition was 80% decrease in wound healing capacity and reduced cell motility in cancer cells. Furthermore prostate cancer cells express three CaMKII genes: β, γ and δ and the expression of these genes is under the control of Androgen Receptor (AR) activity. Overexpression of CaMKII genes resulted in resistance to apoptosis induced by KN-93, a CaMKII inhibitor, or wortmanninn, a PI3K/Akt inhibitor, in combination with doxorubicin, thapsigargin and TRAIL. Moreover, overexpression of CaMKII increased DHT-dependent secretion of prostate-specific antigen (PSA) and cell growth of LNCaP in steroid-free condition (SFC). Remarkably, KN-93 was a much more potent inducer of cell death than wortmannin when LNCaP was treated in SFC [115] .
CaMKII is also involved in cancer cell metastasis. The overexpression of H282R (constitutively active CaM-KII) enhanced gastric cancer cell migration and invasion, and the inhibition of CaMKII activity by KN-62 decreased gastric cancer cell metastasis. Furthermore, H282R upregulated matrix metalloproteinase-9 (MMP-9) expression and production, which were dependent on CaMKII-mediated increase in nuclear factor (NF)-κB and Akt activation. Finally, CaMKII activation, through phosphorylation of the Thr 286 site, was significantly in-creased in the metastatic gastric cancer tissues compared with non-metastatic tissues, suggesting that CaMKII has an important function in the regulation of gastric cancer cell metastasis [116] .
CaMKII is also implicated in the control of papillary thyroid carcinoma proliferation [117] . /calmodulin-dependent protein kinases (CaMKs) and RARs that modulates the differentiation of myeloid leukemia cells [118] . They observed that CaMKIIγ is the CaMK that is predominantly expressed in myeloid cells. CaMKII inhibits RAR transcriptional activity, and this enzyme directly interacts with RAR through a CaMKII LxxLL binding motif. CaMKIIγ phosphorylates RARα both in vitro and in vivo, and this phosphorylation inhibits RARα activity by enhancing its interaction with transcriptional corepressors. In myeloid cell lines, CaMKIIγ localizes to RAR target sites within myeloid gene promoters but dissociates from the promoter upon retinoic acid-induced myeloid cell differentiation. KN62, a pharmacological inhibitor of the CaMKs, enhances the terminal differentiation of myeloid leukemia cell lines, and this is associated with a reduction in activated (autophosphorylated) CaMKII in the terminally differentiating cells. These observations reveal a significant cross-talk between Ca 2+ and retinoic acid signaling pathways that regulates the differentiation of myeloid leukemia cells, and they suggest that CaMKIIγ may provide a new therapeutic target for the treatment of certain human myeloid leukemias. More recently Gu et al. identified CaMKII γ as a specific and critical target of berbamine for its antileukemia activity [119] . Berbamine specifically binds to the ATP-binding pocket of CaMKII γ, inhibits its phosphorylation and triggers apoptosis of leukemia cells. More importantly, CaMKII γ is highly activated in LSCs but not in normal hematopoietic stem cells and coactivates LSC-related β-catenin and Stat3 signaling networks. The identification of CaMKII γ as a specific target of berbamine and as a critical molecular switch regulating multiple LSC-related signaling pathways can explain the unique antileukemia activity of berbamine. These findings also suggest that berbamine may be the first ATP-competitive inhibitor of CaMKII γ, and potentially, can serve as a new type of molecular targeted agent through inhibition of the CaMKII γ activity for treatment of leukemia.
Finally, Monaco et al. revealed a new mechanism of regulation between CaMKII and CaMKIV that controls leukemia cells proliferation [120] . They report that inhibition of CaMKII activity results in an upregulation of CaMKIV mRNA and protein in leukemia cell lines. Conversely, expression of CaMKIV inhibits autophosphorylation and activation of CaMKII, and elicits G0/G1cell cycle arrest, impairing cell proliferation. Furthermore, U937 cells expressing CaMKIV show elevated levels of Cdk inhibitors p27kip1 and p16ink4a and reduced levels of cyclins A, B1 and D1. The relationship between CaMKII and CaMKIV is also observed in primary acute myeloid leukemia (AML) cells, and it correlates with their immunophenotypic profile. Indeed, immature MO/M1 AML showed increased CaMKIV expression and decreased pCaMKII, whereas highly differentiated M4/M5 AML showed decreased CaMKIV expression and increased pCaMKII levels. A further mechanism of regulating endothelial cell proliferatin by CaMKII has been recently unveiled, which appear to be a promising target for cancer treatment. Indeed, CaMKII inhibition results in inhibition of phosphatases, with a concomitant increased signaling on ERK pathway. This leads to uncontrolled endothelial cell proliferation, with possible enhanced immature angiogenesis [121] .
Conclusion
The discovery of novel mechanisms of signal transduction in tumors offers new levels of interventions. Cancer therapy has always being leading the field of innovative treatments and has recently developed personalized strategies that are based on the intimate nature of the mechanisms of the disease. The finding of new insights on cancer biology and signal transduction pathways involved offers the possibility to develop new molecular tools for the treatment of cancer. Indeed, the use of anti-miRNA, as well as novel peptides that inhibit GRKs or CaMKII is an anticancer strategy that is actively pursued at the preclinical level, with promising results. Therefore, messages from the research front are positive and full of promises that need to be proved in the clinical realm.
